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Welcome to STN International! Enter x:x 

LOGINID : sssptal743mxc 

PASSWORD: 

TERMINAL (ENTER 1, 2, 3, OR ? ) : 2 



* Welcome to STN International ********** 

Web Page URLs for STN Seminar Schedule - N. America 
"Ask CAS" for self-help around the clock 

CA/CAplus records now contain indexing from 1907 to the 
present 

New pricing for EUROPATFULL and PCTFULL effective 
August 1, 2003 

Field Availability (/FA) field enhanced in BEILSTEIN 
Data available for download as a PDF in RDISCLOSURE 
Simultaneous left and right truncation added to PASCAL 
FROSTI and KOSMET enhanced with Simultaneous Left and Righ 
Truncation 

Simultaneous left and right truncation added to ANABSTR 
DIPPR file reloaded 

INPADOC: Legal Status data to be reloaded 
DISSABS now available on STN 
PCTFULL: Two new display fields added 
BIOSIS file reloaded and enhanced 

BIOSIS file segment of TOXCENTER reloaded and enhanced 
MSDS-CCOHS file reloaded 

NEWS EXPRESS NOVEMBER 14 CURRENT WINDOWS VERSION IS V6.-01C, CURRENT 
MACINTOSH VERSION IS V6 . Ob (ENG) AND V6 . 0 Jb ( JP) , 
AND CURRENT DISCOVER FILE IS DATED 23 SEPTEMBER 2003 
NEWS HOURS STN Operating Hours Plus Help Desk Availability 
NEWS INTER General Internet Information 
NEWS LOGIN Welcome Banner and News Items 

NEWS PHONE Direct Dial and Telecommunication Network Access to STN 
NEWS WWW CAS World Wide Web Site (general information) 

Enter NEWS followed by the item number or name to see news on that 
specific topic. 

All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 
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=> file registry 
COST IN U.S. DOLLARS 

FULL ESTIMATED COST 



SINCE FILE 
ENTRY 
0.21 



TOTAL 
SESSION 
0.21 



FILE 'REGISTRY' ENTERED AT 14:10:02 ON 29 NOV 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 



PLEASE SEE "HELP USAGETERMS " FOR DETAILS. 
COPYRIGHT (C) 2003 American Chemical Society (ACS) 

Property values tagged with IC are from the ZIC/VINITI data file 
provided by InfoChem. 

STRUCTURE FILE UPDATES: 28 NOV 2003 HIGHEST RN 622010-69-9 
DICTIONARY FILE UPDATES: 28 NOV 2003 HIGHEST RN 622010-69-9 

TSCA INFORMATION NOW CURRENT THROUGH JULY 14, 2 003 

Please note that search-term pricing does apply when 
conducting SmartSELECT searches. 

Crossover limits have been increased. See HELP CROSSOVER for details. 

Experimental and calculated property data are now available. See HELP 
PROPERTIES for more information. See STNote 27, Searching Properties 
in the CAS Registry File, for complete details : 
http://www.cas .org/ONLINE/STN/STNOTES/stnotes2 7 .pdf 
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Structure attributes must be viewed using STN Express query preparation. 



=> s 11 sss sam 

SAMPLE SEARCH INITIATED 14:10:37 FILE 'REGISTRY* 
SAMPLE SCREEN SEARCH COMPLETED - 1 TO ITERATE 
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1 ITERATIONS 



0 ANSWERS 



SEARCH TIME: 00.00.01 
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=> s 11 SSS full 

FULL SEARCH INITIATED 14:10:43 FILE 'REGISTRY' 
FULL SCREEN SEARCH COMPLETED - 21 TO ITERATE 



100. 0% PROCESSED 
SEARCH TIME: 00.00.01 
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=> file caplus 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
148 . 15 



TOTAL 
SESSION 
148 .36 



FULL ESTIMATED COST 



FILE 'CAPLUS' ENTERED AT 14:10:48 ON 29 NOV 2003 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS " FOR DETAILS . 

COPYRIGHT (C) 2003 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 29 Nov 2003 VOL 139 ISS 23 
FILE LAST UPDATED: 28 Nov 2003 (2 0 03 112 8/ED) 

This file contains CAS Registry Numbers for easy and accurate 
substance identification. 



=> s 14/prep 

FIELD CODES CANNOT BE CHANGED HERE 

You may have tried to apply a field code to a term that already has a 
field code. You can only add a field code to a term that has no field 
code appended to it. 

=> d 14 hitstr, iall 1-3 
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RL: PAC (Pharmacological activity); PRP (Properties); SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; USES (Uses) 

(prepn. of spiroisoindolinepiperidinecarboxamides , 
spirocyclohexaneisobenzof urancarboxamides , 

spiroazaisobenzofurancyclohexanecarboxamides , and related compds . as 
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ABSTRACT : 

Title compds. [I; Arl = (substituted) aryl, heteroaryl , QAr2 ; Ar2 = 
(substituted) aryl, heteroaryl; Q = bond, CO; T, U, V, W = N, (substituted) CH; 
X = CH, CH(OH); Y = (substituted) imino, O] , were prepd. Thus, 
N-tert-butoxycarbonyl-4-piperidone was refluxed 3 h with PhCH2NH2 in PhMe to 
give a residue which was stirred with o- iodobenzoyl chloride and Et3N in PhMe 
at 80. degree, for 2 h to give N-benzyl-N- ( 1-tert-butoxycarbonyl -1 , 2 , 3 , 6 - 
tetrahydropyridin-4 -yl ) -2 -iodobenz amide . The latter was heated with Pd(OAc)2, 
Ph3P, K2C03, and Et4NCl in MeCN at 80. degree, for 6 h to give 
2 -benzyl -1 ■ ~ tert-butoxycarbonyl-1 1 , 6 ' -dihydrospiro [lH-isoindole-1, 4 1 (5 ' H) - 
pyridine] -3 (2H) -one. This was converted to N- (4 -benzoylphenyl) -3- 
oxospiro [isoindoline-1 , 4 ' -piperidine] -1 1 -carboxamide (II), which inhibited 
[1251] neuropeptide Y binding to NPY Y5 receptors with IC50 = 1.2 nM. II drug 
formulations are given. 
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compds. as neuropeptide Y antagonists) 
82785-45-3, Neuropeptide y 
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study) 
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mides , spirocyclohexaneisobenzof urancarboxamides , 
spiroazaisobenzof urancyclohexanecarboxamides , and related 
compds. as neuropeptide Y antagonists) 
328232-26-4P 328232 -65 -IP 328233-00-7P 

ROLE: PAC (Pharmacological activity); PRP (Properties); SPN 
(Synthetic preparation) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; PREP (Preparation) ; USES (Uses) 
(prepn. of spiroisoindolinepiperidinecarboxamides , 
spirocyclohexaneisobenzof urancarboxamides , 

spiroazaisobenzof urancyclohexanecarboxamides , and related 
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compds . as neuropeptide Y antagonists) 
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(prepn . of spiroisoindolinepiperidinecarboxamides , 
spirocyclohexaneisobenzof urancarboxamides , 

spiroazaisobenzof urancyclohexanecarboxamides , and related 
compds. as neuropeptide Y antagonists) 
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ABSTRACT: 

This invention relates to a process for making spiroisobenzof uranones , in 
particular 3-oxo-N- (5-phenylpyrazinyl) spiro (isobenzof uran-1 (3H) , 4 ' -piperidine) - 
1 • -carboxamide (I), by coupling of an aminopyrazine fragment with a 
spirolactone piece. For the aminopyrazine fragment, the process in this 
invention involves a selective monobromination, a catalyzed Suzuki coupling, 
and carbamate formation steps. The synthesis of the spirolactone piece 
involves lithiation/addn . to 1-benzyl -4 -piperidone , acid catalyzed cyclization, 
and deprotection by hydrogenolysis . Prior to the present invention, the 
monobromination of 2 -aminopyrazine would produce a low yield of the desired 
product due to side reactions. However, the use of a flow-cell type reactor in 
the present invention significantly improves the yield. During the Suzuki 
coupling, the addn. of a stable cryst . solid catalyst with reliable quality 
improves the coupling. In addn., the present invention provides an 
environmentally sound process that eliminates the need to use pyridine as the 
solvent during the carbamate formation and chloroform in the final coupling. 
As a result, the present invention provides an environmentally sound procedure 
for making f unctionalized pyrazine compd. in good yields . For example, 
N- (5 -phenyl -2 -pyrazinyl) carbamate was prepd. in three steps: (1) bromination of 
2 -aminopyrazine using 1 , 3 -dibromo-5 , 5 -dimethylhydantoin in a flow-cell reactor, 
(2) coupling of 2 -amino-5 -bromopyrazine with PhB (OH) 2 in the presence of 
PdCl2.bul.dppf and K2C03, and (3) treatment of 2 -amino-5 -phenylpyrazine with 
PhOCOCl and pyridine in MeCN and THF. Lithiation of 2 -bromobenzoic acid using 
BuLi, followed by addn. of l-benzyl-4-piperidone and cone. HC1 in THF gave 
1 1 -benzylspiro [isobenzof uran-1 (3H) , 4 ' -piperidine] -3 -one .bul .HC1 . Debenzylation 
using 10% Pd/C and coupling with N- (5 -phenyl -2 -pyrazinyl) carbamate in th e 
presence of i-Pr2NEt in DMF afforded I. 

SUPPL. TERM: pyrazinyl spiro isobenzof uranone piperidine prepn 

aminopyrazine spirolactam coupling; spiro isobenzof uranone 

piperidine pyrazinyl prepn green chem 
INDEX TERM: Cyclocondensat ion reaction 

Cyclocondensation reaction catalysts 

Green chemistry 

Suzuki coupling reaction 

Suzuki coupling reaction catalysts 

(environmentally sound process for making pyrazinyl 
spiroisobenzof uranone compds . by coupling aminopyrazines 
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INDEX TERM: 



INDEX TERM: 



INDEX TERM: 



with spirolactones) 
Reactors 

(flow; environmentally sound process for making pyrazinyl 
spiroisobenzof uranone compds . by coupling aminopyrazines 
with spirolactones) 
Spiro compounds 

ROLE: RCT (Reactant) ; SPN (Synthetic preparation); PREP 
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(lactams; environmentally sound process for making 
pyrazinyl spiroisobenzof uranone compds. by coupling 
aminopyrazines with spirolactones) 
Lactams 
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phenylpyrazinyl) spiro (isobenzof uran-1 (3H) , 4 • -piperidine) -1 1 - 
carboxamide 

ROLE: IMF (Industrial manufacture); SPN (Synthetic 
preparation) ; PREP (Preparation) 
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13535-13-2P, 2-Amino-5-phenylpyrazine 54596-01-9P, 
1 ' -Benzylspiro (isobenzof uran-1 (3H) , 4 * -piperidin) -3 -one 
Hydrochloride 5 94 89-71-3P, 2 -Amino- 5 -bromopyrazine 
172733-79-8P, Spiro ( isobenzof uran- 1 (3H) , 4 1 -piperidin) -3-one 
Hydrochloride 268538 - 11-0P, Phenyl N- ( 5 -phenyl -2 - 
pyrazinyl) carbamate 

ROLE: IMF (Industrial manufacture); RCT (Reactant); SPN 
(Synthetic preparation) ; PREP (Preparation) ; RACT (Reactant 
or reagent) 

(intermediate; environmentally sound process for making 
pyrazinyl spiroisobenzofuranones by coupling 
aminopyrazines with spirolactones) 
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ABSTRACT: 

Title compds. [I; Arl = (substituted) aryl, heteroaryl, QAr2 ; Ar2 = 
(substituted) aryl, heteroaryl; Q = bond, CO; T, U, V, W = N, (substituted) CH; 
X N, CH; Y = (substituted) imino] , were prepd. Thus, N- tert-butoxycarbonyl-4 - 
piperidone was ref luxed 3 h with PhCH2NH2 in PhMe to give a residue which was 
stirred with o-iodobenzoyl chloride and Et3N in PhMe at 80. degree, for 2 h to 
give N-benzyl-N- (1- tert-butoxycarbonyl-1 , 2,3, 6 - tetrahydropyridin-4 -yl) -2- 
iodobenzamide. The latter was heated with Pd(OAc)2, Ph3P, K2C03, and Et4NCl in 
MeCN at 80. degree, for 6 h to give 2 -benzyl-1 1 -tert-butoxycarbonyl-1 1 , 6 ' - 
dihydrospiro [lH-isoindole-1, 4 ' (5 'H) -pyridine] -3 (2H) -one. This was converted to 
N- (4-benzoylphenyl) -3 -oxospiro [isoindoline-1 , 4 1 -piperidine] -1 1 - carboxamide , 
(II), which inhibited [1251] peptide YY binding to NPY Y5 receptors with IC50 = 
1.2 nM. II drug formulations are given. 

SUPPL. TERM: spiroisoindolinepiperidine spiroisoquinolinepiperidine 

spiroisobenzofuranpiperidine prepn neuropeptide Y receptor 
antagonist; antidiabetic spiroisoindolinepiperidine 
spiroisoquinolinepiperidine spiroisobenzofuranpiperidine 
prepn; antiobesity agent spiroisoindolinepiperidine 
spiroisoquinolinepiperidine spiroisobenzofuranpiperidine 
prepn; bulimia treatment spiroisoindolinepiperidine 
spiroisoquinolinepiperidine spiroisobenzofuranpiperidine 
prepn 

INDEX TERM: Neuropeptide Y receptors 

ROLE: BPR (Biological process); BSU (Biological study, 
unclassified) ; MSC (Miscellaneous) ; BIOL (Biological study) ; 
PROC (Process) 
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spiroisoquinolinepiperidines , 

spiroisobenzof uranpiperidines , and related compds . as 
neuropeptide Y antagonists) 
Appetite 

(bulimia, treatment; prepn. of 
spiroisoindolinepiperidines # 
spiroisoquinolinepiperidines , 

spiroisobenzof uranpiperidines , and related compds . as 

neuropeptide Y antagonists) 
Antidiabetic agents 
Antiobesity agents 

(prepn. of spiroisoindolinepiperidines, 

spiroisoquinolinepiperidines , 

spiroisobenzof uranpiperidines , and related compds. as 
neuropeptide Y antagonists) 
Spiro compounds 

ROLE: BAC (Biological activity or effector, except adverse) 
BSU (Biological study, unclassified) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological 
study) ; PREP (Preparation) ; USES (Uses) 

(prepn. of spiroisoindolinepiperidines, 

spiroisoquinolinepiperidines , 

spiroisobenzof uranpiperidines , and related compds. as 
neuropeptide Y antagonists) 
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